Ameridose, LLC-
Complaint file-(PHA-2010-0108) —

Allegation of Complaint: manufacture and distribution of non-
approved FDA products.




The Commonwealth of Massachusetts
Executive Office of Health and Human Services
Department of Public Health:

Division of Health-Professions Licensure

DEVALL. PATRICK - - Board of Registration in Pharmacy
oY P MURRAY ' 239 Causeway Street, Suite 500, 5" Floor
LIEUTENANT GOVERNOR _ Boston, MA 02114 :
JUDYANN BIGBY, MD - | ' (800) 414-0168 -

JOHN AUUERBACH

hitp:/Awww.mass.gov/reg/boards/pharmacy
COMMISSIONER ' ’ l

June 6, 2011

James N. Czaban, Bsq.
Wiley Rein, LLP

1776 K Street NW
Washington, DC 20006

RE: Complaint Docket Nos. PHA20100107 and PHA20100108
Dear Afty. Czaban: -
The Board of Registration in Pharmacy (Board) has voted to resolve the above-referenced

cormnplaints by issuing a Dismissal Letter (enclosed) to Ameridose, LLC pharmacies located in.
- Westborough, Massachusetts. ~ :

Thank you for bringing this matter to the atteﬁtion of the Board.

Very truly yours,

Stanley B. Walczyk, R.Ph, President
Board of Registration. in Pharmacy

Encls. -



The Commonwealth of Massachusetis
Executive Office of Health and Human Services
- Department of Public Health
.Division of Health Professions Licensure

DEVAL L. PATRICK

GOVERNOR | Board of Registration-in Pharmacy
TIMOTHY P. MURRAY : 239 Causeway Street, Suite 500, 5th Floor
i + Bosion MA 02114

SECRETARY | (800) 414-0168

JOHN AUERBACH : hitp://www.mass. qov/req/boards/pharmac:\[
COMMISSIONER .

fn the Matter of; ) ' :
Ameridose, LLC ) Docket No.. PHA20100108
205 Flanders Road - 3 :
Westborough, MA 01581 )

)

Pharmacy Registration No. DS89641

DISMISSAL LETTER

The Board of Registration in Pharmacy (“Board”) investigated a complaint alleging that that

‘'on or about June 30, 2010, Ameridose, LLC, a pharmacy licensed by the Board (No. DS89641)
located at 205 Flanders Road, Westborough, Massachusetts ("Pharmiacy”), was engaged in'the
manufacture and distribution of two products that were not approved by the U.S. Food and Drug
Administration; specifically, pre-mixed nicardipine injection {Nicardipine (2.5mg/ml) in 10ml

glass ampoules for dilution in 240 ml of intravenous fluid) and pre-mixed Cardene ® LV,
Injection (Cardene ® 1. V. EDmg or 40mg (0.1mg/m! or 0.2 mg/ml}) in 200ml Galaxy® bags.

On March 8, 2011 after review of the complaint investigative report and other information
related {o the comp!alnt inciuding additional information provided by the complamant the
Board voted fo DlSlTlISS the com plalnt without prejudice.

‘  The complaint and related documents are public records which will remain on file with the
. Board. ' :

PER DER OF THE EOARD

© Stanley B. Walczyk, R.Ph, President
Date: June 6, 2011

Board Dec. No.2565
cc: Complainant
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Boston, MA 02114

‘ - Office of Public Protecti ion ‘ :
(617) 97340865 Fax (647)973- 0985 TTY {B17)-973- 0895
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- 205 Flanders Road, Westborough, MA 01581
Tel: 508-656-2633, Fax: 508-872-0044

LIST OF ALL REGISTERED PHARMACISTS

TITLE ~ ADDRESS

LICENSE #
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205 Flanders Road, Westborough, MA 01581
Tel: 508-656-2633, Fax: 508-872-0044

© LIST OF ALL REGISTERED PHARMACY TECHNICIANS
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Registered Technician’ D N A AR R
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T WEIOLESALE DIS’I‘RIBUTOR INFORMATION T 1

NAME(S) OF SUPPLIERS :

/gzdﬁ‘gﬁfﬁ\ a
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/ﬂc@&g@/\/

YES NO

PHARMACY GRANTED ANY WAIVERS BY TBE BOARD OR DEA TO ANY LAWS, OR RULES

Vo

PHARMACY SHARES A REAL- THVEE COMMON DATARASE WITH OTHER PHARMACIES

PHARMACY UTFILIZE THE SERWCES CFA CENI'RAL FILL PHARI\r‘iACY

VERIFYING PHARMACISI(S) IS DOCUMENIED -

PHARMACY PERSONNEL WEAR APPROPRIATE NAME TAGS

CURRENTLY REGISTERED OR LICENSED AND TRAINED TO PERFORM THEIR DUTIES

PROCEDURE TO ENSURE ALL WEO WORK IN THE PHARMACY ARE APPROPRIATELYAND -

=
-
\/

A

7 SIGN(S) POSTED REGARDBQG PHARMACY HOURS OF OPERATION

CO}/ﬂ\rfF_Nl‘S e
Ve Mﬁr[
Q‘ﬁ»@‘ ‘iéom@,Vuﬁ&
Q/SO CoURIeR-S

T have part101pated inan msPec’uon and have rewewed the InsPectlon Report with the,

InVestlgator .

Pnnt Name '%Y'\/a_v\ (_)‘T\_\(\\_\ Sign{-_ﬁ:u:e V7 C7

" Title m G?Q/ License No.

J
B

Inveshgator %}KO{ H:(jg/?"/} Date ' C}f{;f ﬁ@/ / .
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- AMERISDOSE.
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Stablhty Program

Amendcse performs real-time stability indicating studies for all products. We have mvested millions
dollars each year to maintain the most comprehensive real-time stability indicating studies in the count
following FDA Federal Code of Regulations Title 21, Sections 210 and 211 for testing. Our customers can en
complete confidence in the integrity of our products as well as documented exceptional product shelf life. ’

Ameridose partners with only FDA-registered third party laboratories that adhere to GLP and cGMP guidelin .

Our FDA-registered laboratery partners utilize HPLC and other stability indicating methedologies in the test

of all of ouf admixtures. Amefidese has conducted independent audits of each laboratory to ensure that the

standards are met and maintained. t

Cur real-time stabil 1’cy studies utilize stability mdu:atmg methodology for the fol[owmg criteria:
» Shifts in PH :

Homogeneity -

Particutate Matter .

Active Ingredient Drug Profiles

Storage Conditions including Temperature Cychng

-Container and Drug Interactions’

Packaging and Shipping Studies

Light Sensitivity

Sterile Integrity of the Contamer/(:losure System

8 s 5 2w w0

All centerts © copyright 2010 Ameridose, nc. Al ights reserved. : ; Home' | Pﬁ‘vacy Policy




" cGMP : - - Page lof 2

MER iﬂBiSE‘

Ameridose has moved its quality benchmark beyond USP <797> standards to meet cGMP (current Gt
Manufacturing Practices), addressing requirements of the FDA for control and management of pharmaceuti
production. Ameridose operates its manufacturing processes in accordance with cGMP reguirements, tl
guzranteeing products that are consistently properly identified, correct in strength, and superior in quali
We have raised the bar on quality to ensure that your patients receive the highest quality preparations.

' cGMP Requiremenfs "Ameridose Mests cGMP

s Inbound Product identity]- » All materials used for our product are validated threugh a
Yerifitation . verification process.
e A Product Library ' [ » - A sample of each lot is retained for reference.

o Stability testing is done through FDA-registered third-party labor:

exiensive criteria including potency, sterility, PH, particulate ma

_ - o Clean rooms and-hpods are monitorad and routinely certified tt

s Rigid Controls . 14644 requirements. Preparations and documentation undergo
process, including muiti-step quality check.

: ) e Each process is tested for physical, chemical, and micrebic’
s Process Vzlidation agafnst rigorous specifications. Media fills are comp[eted for e
: cn-going basis to ensure proper aseptic controls,

» Real-time Stzbility Testing

« Products are iested throughout their life-cycle to Venfy physic

« Product Verification microbiological attributes.

s End-product Testing ‘I » Our end-product testing program-ensures the highest product qua
« Continuous Audits . » Continuous testing and auditing of environment, people, and prac

All contents © vopyright 2010 Ameridose, inc. All rights retserved. ’ - ‘ . ‘tlome | Privacy Policy
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Quality Assurance & Control

Cuality is the foundatmn of everything that we do at Ameridose. Our unsurpassed quaiity.is driven by two |
concepis, Quality Assurance and Quality Control and, at Ameridose, these concepts are. tishtly linked
USP<797> and cGMP reqmrements

a Our strict. Quality Assurance systems include novel processes and rigid controls that-are set in place -

build quality info our preparatwons from the start preventing defects before they can oceur.

e Ameridose also subjects our preparatmns to rigorous Quahty LControl processes that involve testing ¢
verification prior o release. '

Ameriaase Quality Assurance and AControE Sys.’cems

SOPs and Documentation o s SOPs are in place for every process from receipt o
’ materials through production, packaging and shipping
consistency and conforrnity :
" e Formulary worksheets detail and document preparati
preduct
« Experienced Quality Assurance professionals complet
review, and store all documentation associated with ¢
of operations

Environmentat Control : » Validated, calibrated, and certified equipment
: = Continuous monitoring of clean room enwronme;
controls, surfaces, and air quality
_ ® Rigorous cleaning program utitizing rotational dismfect
‘s Clean rooms and heods are routinely certiﬁed fo'
' 14644 compliance .

Personnel Control , » Multi-level didactic training program consisting of

) ’ review, task-based training, and proficiency evaluation

* Media fills and glove-tip monitoring to ensure prof
technigue

Process Validation - . . + Each process is tested for physical, chemical, and micr
: attributes against rigorous specifications

« Media fills are performad for each process io ensi
aseptic controls :

Finished Product ‘ = Rigorous stabiiity program to ensure that products

- ) ‘ requirements throughout the life cycle of the preducts.

T . ) s Multi-layered quality control verification process to e

‘ . unit is made correctly and to the highest standards

» Product verification to ensure that final preparat

specifications; all finished preparations are chec
pharmacist '

Contmuqus Process Improvement = Process improvements are appreached from both a ti

strategic perspective




Quality Assurance & Comntrol

Pa,gé 2of3

» Real time corrective and preventative actions based ¢
root cause investigation ensurs immediate remedization

s Ongoing trending for all quality systems evaluate d:
- broader peérspective to implement change from =.

perspective

All contents @ copyright 2010 Ameridose, Inc. All rights reserved.
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Patient Safety

Patient safety is built fnto our preparation [abeling and packaging. Our preparation iabeling enszh
cutstanding ease of product identification as well as compliante with Joint Commission Matfonal Patic
Safety Goals 3C and 3D regarding proper medlca’um tabeling and tabel differentiation of look-alike, sow
alike and hugh -alert medications.

Over—s;zed font to broadcast medication name and strength

# Special safety labeling conventions that help to diﬁereﬂ‘uate

® & 4 ¢ 2 &

* 000

s Look-alike, sound-alike medications

+ High and low concentrations

s High risk medications such as Heparin

Bold, ISMP-recommended TALL-man lettermg

! ot number and expiration date pmmmently placed

American Society of Anesthesiologists-endorsed ASTH coleor-coding by drug class
OR syringes featuring medicatmn name in horizontal and vertical formats
NDC barcoding

Addressing new ISMP guidelines:

“Unit” written out on labels to avoid confusion of the letter “u” with a zero or four
Zero used before the decimal point when the dose is less than a whole unit
Ample space provided between drug name, dose, and unit of measure
Commas usad to clarfy dosing units of 1,000 or more .

Patient safety is built into our manufactunng processes giving you confidence that you are providing i
very best preparations for your patienis. )

-

An FDA registered manufacturer, Ameridose exceeds usp- <797> standards and meets <G
requirements.

Licensed pharmacists supervise our certified and registered technicians throughout prods
preparation and are responsible for verifying and releasing all final products.

Ameridose’s stability testing and spedial processes allow us to provide you with exceptional shelf li
Our stability testing is done through FDA-registered third-party aboratones evaluating extens
criteria including potency, sterility, PH, and particulate matter.

Process controls ensure absollite accuracy of labeled drug and strength

Preparations dre dispensed in ready-to-use unit doses.

Many of our products are sealed with tamper-evident caps and UV-resistant safety overwrap
added protection and securiy.

2l contents @ oopyi'i_g ht 2010 Ameridorsé, Inc. All sights reserved. : ] Home | Privacy Policy




The Commonwealth of Massachuseits

Executive Office of Health and Human Services
Department of Public Health
" Division. of Health Professions Licensure -
Board of Registration in Pharmacy.
[nvestigative Report

In the Matters of:
1. PHA-2010-0107 Ameridose, LLC, located on 50 Fountam Street in Frammgham MA
(DS3467; Issued 07/13/06)

2. PHA-2010-0108 Amendose 1IC, Eocated on 20 Flanders Road il Westborough MA
(DS 89641 Issued 11/21/08) .

Manger of Record:
1. Sophia Pasedis (PH20217 Issued 06/24/1987; no prior complamts)

2. Bryan M. O"Neill (PH23 692; Issued 06/23/1997; no prior complaints) '
Investigator: Cheryl Latﬁum, PharmDD, RPh ‘
Supervisor: SamuelJ. Penta, RPh

Allegation of Compléu'nt' give natufe code and swmmarize the a]legatiéns:

The complainant (a specialty pharmaceutical company) aJleges that Amendose LLC
located on 50 Fountain Street in Framingham (DS3467; no prior compla.mts) and Ameridose,
LIC located on 20 Flanders Road in Westborough (DS89641; no prior complaints) manufacture
and distribute an unapproved, pre-mixed nicardipine injection product. The complainent further
alleges that the manufacture of this product “is unavoidably dangerous under the conditions of its
use and poses an immediate risk of death for critically ill patients to whom it is administered.”

Nicardipine injection is a calcium chaonel blocker indicated for “the short-term treatment
of hyypertension when oral therapy is not feasible or not desirable.”

‘ There are two forms of nicardipine injection approved by the FDA. The first is
nicardipine (2.5 mg/ml) in 10 lass ampoules, for dilution in 240 ml of intravenous fluid. It is
available as Cardene IV fro Inc and from varicus generic manufacturers.
The second is Cardene 1.V, Premixed Injection. It is supplied as a single-use, ready-to-use, iso-
osmaotic solution for intravenous administration in a 200 mL Galaxy ® container with 40 mg (0.2

mg/mL) nicardipine kydrochloride in either dextrose or sodium chloride. The pre-mixed bags are

manufactured by Baxter Healthcare Corpora’aog and marketed b*
Ameridose manufacturers its pre—mi:;csd nicardipine injection product by obtaining

nicardipine ampoule products from hospital customers and by admixing the hospital’s own

. nicardipine into commercially available diluent bags. Amendosc returns the finished products to
hospitals, which store the bags until needed.




- The complainant states that once diluted, nicardipine solution has a very short, 24-hour
stability period &t room temperature. The complainant further states, “Ameridose’s practice of
simply admixing nicardipine from approved ampoule products into an off-the-shelf LV. bag.
cannot result in a ready-to-use nicardipine injection product that will be safe, pure, and stable -
beyond the 24 hour period specified in the FDA-approved labeling for ampoule products.” The
complainant continues, “The percent of nicardipine remaining in solution decreases as function
of pH over a twenty-four hour period.” The pH, concentration of the active ingredient, and the

- composition of the container material affect the stability of the active ingredient and the
formation of impurities. ' ' ' :

Activities and Findings:

_ On July 8, 2010 Board Investigators, with FDA Investigators, performed a site visitof -
both Ameridose’s Framingham {DS3467; no prior complaiots) and Westborough, Massachusetts
(DS89641; no prior complaints) facilities. The MOR of the Framingham facility was identified
as Sophia Pasedis (PH20217; Issued 06/24/1987; no prior complaints); the MOR of the
 Westhorough facility was identified as Bryan M. O’Neill (P1123692; Issued 06/23/1997; no prior

complaints).

At the time of the visit, the Framingham facility located on 50 Fountain Street in
Framingham, MA was undergoing renovations with very limited operations and staff on site.

The Westhorough facility, Iocateci. on 20 Flanders Road in Westborough, was fully
operational. An inspéction was conducted of the facility’s retail pharmacy license. No violation
_ of Board of Pharmacy tules or regulations was found. :

Tn a written response R ENERNEIRERIIN - |1coations dated July 15, 2010, Ameridose
states, “Ameridose does not mamufachire this product, but rather its pharmacists are admixing the -
hospital’s own Nicardipine into a commercially availzble diluent bag just as the hospital
pharmacist would but rather in a far more controlled and advanced cGMP environment.” '
Ameridose also states that “muitiple stability studies, completed by independent, FDA registered
labs, which show that the admixed version(s) of Nicardipine admixed by Ameridose on behalf of

its client hospitals, meet all stability, pH, sterility angl other fihal admizxed product fequirements.”

.. Ameridose further states that they have “hundreds of studies that address the sterility of

' its admixed medications” and that all admixing occurs “in ISO 5 environments inside state of the
art clean rooms.” Ameridose, contimmes, “Ameridose’s operations exceed the requirements of
USP <797> and meet cGMPs.” ' o

In a written, signed letter dated January 14, 2011, stated that-and-
- Ameridose, LLC (“Ameridose”) have reached an amicable rzsolution to the companies’ dispute - N
regarding Ameridose’s activities involving nicardipine.”

The letter continues, “Accordingly o longer believes that any governmental
investigative or enforcement actions agains eridose are necessary to protect the public health




Deleoidemet . e cen | P

and safety and hereby wiﬂ:idraws its request that the Board of Registtation in Pharmacy take éﬂy
such actions.”

Il;vestlgato-r&gnature %%ﬁm/ Date: 5§ / / @‘/f /

SO
.super\?isorS_ignaiure . ? fwf : Date: J //4?/ /

Addendum

Investigetor Pénta spoke with FDA Tovestigator fRusiiREaRm on February 9, 2011. Pex
Tnvestigator Emerson, at this time the FDA' is not moving forward on this matter and the matier
is admmjstfaﬁvely closed. If the matter is re-opened we will be confacted by FDA.
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BOARD OF
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. S . ' James N. Céébén
Yanuary 14, 2011 : B 202.719.7411

jczaban@wileyrain.com

VIA UPS

. James D. Coffey, Dﬁ’CCtO-I : : Contains Confidential Commercial Toformation
Board of Registration in Pharmacy . and Trade Secrets; Exempt From Public Disclosure
239 Causeway Street, 2nd Eloor, Suite 200 Pursuant to Massachusetfs Publi¢ Records Law, G
Boston, MA 02114 L.c.4,§7026)(8)

Re: - Pre-Mmed Nxcardlpme Iu}ectmn_

Notice of Setﬂement Between énd‘AIﬁéridusgLLC ‘

Dear Mr Coffey:

, and firrther to our prior

' oorrespondence I a1 Wm:mg to mform you tha- and Ameridose LLC
. (“Ameridose”) have reached an amicable résolution to the companies’ dispute

regarding Amendose s activities involving nicardipine.

| Accordmgly, .110 longer believes that arly govermmental investigative or

enforcement actions agaimst Ameridose are necessary to protect the public health
and safety and hereby withdraws 1fs request that the Board of Registration m

_Pha:macy take any such actions.

We appreciate your aftention to this matter.

Re;spec:_tﬁi]ly'submitted, .




- Tune 30, 2010

VIA QVERNIGHI‘ DELIVERY

Paul Laquene

- ‘Ch:[ef Financial Officer
. "Ameridose, LLC

50 Foumtain Street.
Framingham, MA. 01702

Re: Mannfacturmg and Distiibution of
Pre—MIxed Nmardmme Imectmn Pro ducts

Deaer Laquerre '

) an WIﬁmg with respect to A_mendose s
' manufactunng and dlsmbuﬁon of an unapproved injectable prescription drug product —

o specifically your pre-mixed mcardlpme mjection product. We understand that

"Ameridose’s business model is focused on “admixing” injectable drug products into

: ready—to—use pre-filled 1.V. bags asa convenience to hospitals and pafients, and that you
may see pre-filled DlGEIdlpl‘ﬂC products as just another natural product ine. However,
you may not be'aware of certain crifical facts about nicardipine injection that we believe
raise-serious concerns about the safety and efficacy of your pre-mixed nicardipine
product. Thus, based on the following faels, we respectfully ask that Ameridose . . _
.-immediately cease dlStflbLmBg this product in the inferest of protectmg the pubhc health. * -

-_I. BACKGROUND NICARDIPH\IE ]NJECTION PRODUCTS

i It is out understanding that Ameridose manmactures 2 pre—mxed nicardipine I.'EL}E:CﬁOIl
product by obtaining nicardiping ampouie products from hospital custorners, dituting and
filling the modified product into off-the-shelfLV. bags, and returning the finished '
product to hospitels which store the bags until needed. Because of the unigue
characteristics of mca:rdlpme in the form of an injectable solution; we are concerned ﬁhat
your product puts patients-at serious nisk. For your information, these congerns are
descnbed in more dataﬂ below. . -

A, FDA Approved Nlcardmme Im ectlon Products




' Nlcardlpme imjection products are indicated for “the short-ferm treatmeitt of hypertensmn ,
wher oral therzpy is not feasible or not desirable.” In practice, nicardipine injections are -

: administered fo hospitalized patients with elevated blood pressure due to serious medical

. events such a stroke, aortic dissections, ‘elevated blood pressure due to kidney disease, or
"central nervous system (CNS) injury, where rapzd reduc’aon of blood presgure asa bfe—
savmg intervention is warramed

Theze ars two forms of moa:rdlpme njettion approved by FDA pursuaut to the federal
Feod, Drug, and Cosmetic Act (“FDCA”) .

e mcardlpme (2.5 mg/mL) in 10 mL Iass ampouies for dilution in 240 mL of
intravenous fluid; availzble from :: Cardene® IV, (nicardipine for nzgecﬁon)
~ and from various generic manufactiters. This form of nicardipine was first
. approved m 1592, o ' -

s Cardene LV. Pre-MJX@d ﬁ:gectzon 20 mg. o 40 mg (0. lmg/mL or 0.2 mg/mL)
in 200 mL C—alaxy bags (“Cardens® RTU™), For each strength of Cardene RTU
there are twi) diluent solution options: dexﬁrase og sodium chloride. This pro duct
-form was a@pmVed in 2008.

"B, - .Amerldom_a 8 Unappr‘oved Nicardipine Injeciion Product

The Ameridose product is not FDA-approved, znd as discussed below, we believe that
'- th,s product is unlawfil, unavoidably dangerous under the conditions of i its use, and poses
an immediate risk 0f death for critically il patients to whon it is administered. '
_Moreover, we believe your product is misbranded and deceptive, and that it is being _

" unlawfully manufactured and distributed in vielation of the federal Food, Drug; and

Cosmetic Act ("FDCA”), as well asin violaticn of Massachuse‘cts iaw and other state”
laws.. .

I . SAFETY R;[SKS_

A Nicardipine Xnj e{:tiéil Amponles Have Very -
Short Stability After Being Filled Luto L.V, Bags’

The major drawback of nicardipine ampoules is that the product requires dilution with .

" . 240 mL of a suitable intravenous fluid before being administered by slow infiision at &

final coricentration of 0.1 mg./mL. Tmportantly, once diluted, the nicardinine solution has .'

" averyshort, 24-hour stabﬂltv 7 period at room temperature. Asthe FDA-approved

labeling for Carderie® IV, ampoules (and eqmvalent generic products) warns, “THE
DILUTED SOLUTION IS STABLE FOR. 24 HOURS AT ROOM TEMPERATURE”
(capital letters in original). Thus, for beth safetyand efficacy reasons, ho,spl‘cals moast

. 1 See, MaIlk PE, Varon] CHEST. 2007; 131 1949-62; QUIESE_IAI Crrcufaﬂ(:'ﬂ 2008 118:176-37; PaﬂC:th-
s AI‘«‘L A Emef'g Ied 2008;51:524-527. . )




walt until they have an identified patient in need of the dmg before dJllItmg the drug.and
filling it into an LV. bag for immediate administration. Ameridose’s practice of smlply
admixing nicardiping from approved ampoule products info.an off-the-shelf LV. bag -
cannot result in a ready-to-use nicardipine injection product that will be'safe, pure and -
stable beyond the 24 hour penod speclﬁed in the F DA- approved labeling for the ampoule

products
1 B. - Pre-Filled Nicardipine Injection Products Require
a Highly Specialized Manufacturing Processes -
in Order to 0verco'me' the Shart=Stabi]itV Problem.

: 'The short-stability problem of diluted mcardlpme ampoules as well ds difficulties in
+ producing a sterile pre-filled nicardipine LV. bag, posed technical barriets to the

development of 2 pre- zmxed ready-to-use preduct. However throngh extensive research.
and development ras able to devglop Cardene® RTU as the first and only

- shelf-stable* and stalﬂe pre-mixed readyio»—use‘?mcardlpma injection product. FDA
approved Cardens®RTU in 2008. And, retlecting the novelty. of, and the lnnovation

© required to develop and produce such a product, the U.S. Patent and Trademark Office’

(PTO)issued U.S. Paten‘t No. 7,612,102 which covers pre-mixed ready-to-use nicardipine

solution drug products.® The *102 patent describes the technical difficulties that had to be

addressed in orderto product a safe and stable pre-mixed mcardlpma product, as follows: .

The productipn of stable, ready.-to-use,- premixed - pharmaceutical
compositions - comprising - nicardipine  and/or its pherinaceutically ..

- acceptable salts as the active ingredient presents different development

- hurdles than does the deveiopment of the concentrated ampul procuct sold

commercially ag Cardene® RTM[*] LV. As shown in FIG. 1, the percent of

" picardipine remaining in solution decreases as function of pH over a

 twenty-four hour pericd. The percent decreass in nicardipine varles with

~ the diluent and container chosen by the hospital staff. : -

“As descnbed in the Examples pH. the -concéntraticn of ﬂ:le aCTIlVG
ingredient. and the composifion- of the contziner material affect the
Stability of the active ingredient and the formation of impurities, Thus, the
development _of a stable, readv-to-use premixed: pharmaceutical
compesition requires simultaneous éptimization -of pH and nicardiping

" hydrochloride concentrztion, 25 well as selection of a Dharmaoeuﬁcaﬂv '
compatible contamer : -

% Unlike diluted solution created using DlCEIdlme ampoules the Cardene LY. Premived solutmn hasa
stabls room temperatiwe shelf Iife of up to two years. .

N copy of the patent can be viewed 2t hifp: Jfpatfi uspto. gov/nstecizi/nph-
Parser?Sect]=PTO1&Seci2=FITOFF&E=PAT L &p=1 &u:%ZFnemhmi%ZFPTO%ZFSIchnum htm&r‘“l& .
E0&I=50851-7.612,102. PN FOSPNT.612, IDZ&RS—PN/T 612,102 .

“ Here, “RTM’ stands for ‘Raady—to—MJx” _




. exttensively studied b

U.S. Patent 7,612,102, § 5.2 (eﬁphasis'added). .

. . i ved the stabﬂlty and sterility problems for pre-mixed mcard;pma products - .

~h ough a combination of a'modified pH range and the usé of specially-designed (}alaxjf

‘LV. bags, filled using Baxter s propristary “Seal/Fill/Seal” aseptic manmfacturing -

" process. In the Gala:qf Seal/Fill/Seal process a special PL 2501 plasﬁc flm is sterilized
by passage. through a hydrogen peroxide (HyOs) bath in the Galaxy® machine, and the
bulk solufien, film, and closure components ars brought together and assembled within -
the materior of the SeaLfFiﬂf Seal machine.Becatse nicardipine is especially light-
sensitive, the Ga:{axy bag for the finished Cardene® RTU product uses an opague outer -

" film to protect the product from light-indused degradation. These processes and
components for produci helf-stable and sterile pre-fitled micardipine product Were

- comnection with the appt ‘
FDA review.has been conduoua wilh T pecf: to Ameridose’s mannfacturing pPIOCESSes

and product oompo:aents 4
NlCEIdlme a_mpoule products are sterile when menufachred, but tha’c stenlﬂy is broken
" immediately upon opening the ampoule for dilution and filling into an L.V, bag. Where
- _the difuted product is used immediafely after being mixed, no sterility-related safety
concerns would be expected. However, a pre-filled nicardipine L'V, bag that is not
intended for immediate use conld pose safety problems wnless the entire contents and -
components of the product ate appropriately sterilized. - '

: 's.ﬁnaware of what, if any, sterilization processes Amesidose uses for its ﬁre'—ﬁ]led
ardipine product, but it is important to note that terminal sterilization technigues may
‘not be safe and effective for such products. In its development work for the Cardens®

- RTU product, died the use of terminal sterilization with alternative LV. bag-
systems but as eported to FDA in its New Drug Application ("NDA™) for Cardene®

RTU, “[t]erminal sterilization...impacted nicardipine hydrochloride concentration and

~ jmpurity levels to an extent that development of a commercially viable terminaily

. sterilized nicardipine hydrochleride premixed product was not feasible.” The fact that

" Ameridose may be using sterilization techuiques that have niot been reviewed or approved
' by FDA and which may actually exacerbate the product’s Stablh’fy and mpunty levels -
should be especially concerning to you;: c:ompany ) '

C. False and Mlsleadmg Stabﬂltv Clam}s

- Amendose canmot assure the safety of its pre—ﬁﬂed mcardzpme LV. bags. By ﬁlhng its
bags at & remiote location and then shipping them ¢ its hospital castomers, it is inevitable
that most if not all of Ameridoses produrcts will be used in patients far longer than 24
hours after being filled, and thus will be beyond the documented stability period for

* diluted nicardipine ampoules. Yet despite the serious life-threatening risk fo patients
posed by degraded nicardipine injection products, Ameridose’s businessmodel reflects

" its inifent that ifs produets be stored in ho spltal mventories for weeks before use. This.
mtended use is ﬁ:rﬁ:her evidenced by tha Tact that, t understandmg, Amendose

-




represents ﬁarough altered and unapproved Iabe]mg, aﬂd/ or oral representations by |
Ameridose sales agents, that its pre-mixed nicardipine products has 75 days of shelf-life
stability.. This claim is directly contrary to the stability waming and instructions in the
approved labeling formoardlpme ampoule products that Ameridose uses to create its pre-
mixed product, andgiSe s not aware of any ‘scientifically sound bases to support
extended s’zabﬂity datmg for Amendosa s pre-mixed product.

.- THE AMERIDOSE PRODUCT IS UNLAWFUL
UNDER FEDERAL AND STATE LAWS

Ameridose’s manufacturing and distribution of its presmixed micardipine injection
product violates the FDCA, as well as Massachuseits Jaw and phatmacy regulations,
specifically, the Code of Condnet for Registered Pharmacists, Phalmaues and Pharmacy
Depa:tments (Lhe “Code of. Conducf) in several Ways

A Nonconforml’fv With Federal Law

The Ameridese product viclates federal law because the product s & “new dlug and
“because it is not the subject of an approved New Drug Application, the product violafes
the FDCA See21 U.S.C. §§35 S(a) (requiting FDA approval of all “new drugs™), and.

331(d) (prohibiting distribution of an unapproved new drug in violation of § 355).
© Moreover, the fact that Ameridose modifies FDA-approved nicardipine ampoules
violates FDA regulations which require prior FDA. approval for the fypes of changes
Ameridose malkes i in converting mcardlpme ampou}es into pre-filled LV. bags See 21
CFR.§3147 0b).° :

By modifying n}cardlpme ampoules into pre-mixed IV, bags chhout FDA. approvai
Ameridose is, directly or indirecily, circumventing the very FDA regulations that EKR
followed in ‘erder to obtain approval of its NDA. Moreover, Ameridose’s product is
essentlaﬂy an attempted (and Unapproved) copy of a commercially available product -
‘Cardene® RTU— that FDA has carefilly reviewed and dpproved for safety and efficacy. -
As FDA itself has stated, this type of activity “circumivents imnportant public health
requirements and undermines the .drug approval process — the evidence-based system of

5 See21 U.S.C. §§ 321@) (deﬁﬂmg “new drug™y; See leso Weinberger v. Hynsen, Wesfcarf & Dwmmg, )
'412 U.S. 609, 6 19, 629-30 {1973) (expleining the deﬁmtlon ef "new drizg™). -

s Under this regulation, pnor FDA approval is reqmred for “any change in the drag snbs’faﬁcé, dru.g
produc;t, production process, thfy confrols, equipment, or facﬂrhes * nclnding, -

a chanves n ﬂle quahtﬂive orquantitative foﬂmﬂahon ofthe diug producf, mcludmg macﬁve
mgrechents ‘

e changss that may affect dmug Substmce oz dru,, prodﬁct stsrﬂlty ASSUTAnCS. .

*  “changesin 2 drug; Protiuct confainer clo*sufe syst##h that confrols the drug product dehverei to e
. patient orchanges in the type... {¢.g., glass'to high density polyethylene (HDPE), HDPE to
" polyvinyl chleride, vial to syringe).- of apackaging componen't that may aftect the mpmty
. pronle of the dmg product » , )

s T,




~ drug review that consumers and health professionals rely on for safe and effective

drugs »7

pre-filled nicardipine LY. product is puisbranded in violation
of the FDC Adigcanse, 1o i o derstanding, Ameridose distributes its product in
brown paper wiappers, and represents, through new lzbeling or otherwise, that the

. product is stable for 75 days from the date of 1is mamufacture. A drug product is

mishranded under the Act “[i]f its lzbeling is false or misleading in any particular,” or-if
“it is dangerots to health when used in the dosage or manner.. suggested.in the Jabeling -
thereof.”.21 US.C. §§ 352(a), 352()). Tn addition, the Ameridose product may be -

" misbranded wnder 21 U.S.C. § 352(f) if it is distributed without thé FDA-approved

labeling for the nicardipine ampoule product that the comparty uses as its source for the
nicardipine in the pré-mixed product. ) T '

' Amerids 55 cannot propéﬂy claim that its produdt isa “pﬁz}mé.dy compounded” product

“exempt from FDA regulation. FDA has long been concemed about companies which
claim to be “compotmding pharmacies,” but in fact are-manufacturing unapproved new
drugs in violation of the FDCA. -As described in the agency’s Compliance Policy
‘Gridance on Pharmacy Compounding (the “Compounding CPG”):

Some "pharmacies” that have sought to find sheiter under and expand the
scope of the exemptions’ applicable to traditional retail ‘pharmacies have
* laimed that their mamifacturing and distribution practices ate only the
. regular conrse of the practice of pharmacy. Yat, the practices of many of
- these enfities. seem far more consistent with those of drug manufacturers

and wholesalers than with those of retail pharmacies.

) * * * .

FWiher the scope and nafure of a pharmacy’s activifies raise the kinds of

concerns normelly associated with & deng manufacturer and reswit in

significant violations of the mew drug; adulterafion, or misbranding
© provisions ‘of -the Act, FDA has determined that it shonld seriously

consider enforcement action.® ' T

"B, Violation of Masshchusetts Pharmacy Lavw

~ Ameridose holds si:‘{'(@ Meassachusetts Pharmacy. Licenses befcweeﬁ its two Mas,;achusetts

" Westborough, MA

; 7 Gtatement of Steven K. Galson, CDER, “Federal znd State Role in Phermacy Compounding and.

, Reconstifution: Explon'ﬁg the Right Mix to Protect Patients,” before the'S. Corma. on Health, Bd,, Labor,

" znd Pensions (Oct, 23, 2003) (emphasis added).

* FDA Conipliznes Policy Guide Mamzl, § 460200 (2002).




" DS3467 (Retail Drug Store) DSB9641 (Retail Drug Store)
CS3467 (Controlled Substar_fce) CS89641 (Controlled Subgtance) ‘

- CF3467 (Cert. of Pztness) CF89641 (Ceft of Finess) . _

Accordingly, Ameridose is required to comply with fhe Massachnsetts Phalmacy Code of.

" Conduct as codified at 247 Code of Massachusetts Regulations (“CMR”). Based on the

foregeing, we believe that by mamuifacturing md distributing its pre-filled nicardipine
infection product, fhe company is violating at Iaast the following provzsmns of the Code

of Conduct: -

f 247 CMR §9.01(1) (Non-conformity with federal law);

247 CMR §/9.01(2) (Activities intended to ciroumvent the Taw);

. 247 CI\/JR§ 9.01(6) @)eceptlve Acts)

-]

' ?47 CM‘R§ 9. 01(10) (Disfliblﬂl}lg EXpHed, Ouidated and Substandard Dmgs)

- Please be advised that we have notified both the FDA and the Massachusetts Board of
.Regls‘tra.tlon m Pharmacy about our conderns conceming your pre-mixed nicardipine -
proch:u:l~ :

CONCLUSION

We sincerely hope that in. hght of  this informefion you will take the appropriate aud

responsible action fo protect the lives and well-being of patients, by immediately -
discontinuing any firther manufacturing and distribution of your pre-filled nicardipine
injection producis, If you fail to take such achon-vwﬂ take such additional action as
it deerns necessary and sppropriate. g

‘ .Please contact the mderszgaed within seven (7) days with dBLB]lS of your intended plan of
* action in this matter. Thank you for your anticipated courtesy and cooperation.

N Respectféﬂy submitted,




I S I A UL L - t B

T776 ¥ STREET KW
WASHINGTON, DL 20006
PHDNE 2027197008
EAX 202.718,7045

7925 JONES BRARCE DRIVE
MelEAN, V& 22102
TPHONE 7039052800
FAX  703.905.2820

wigw.wileyrein.com

' o o i ‘James N. Czaban
June 30, 2010 _ L 202.719.7411

jczeban@wileyrein.coin

VIA E-MAIL AND OVERNIGHT DELIVERY

Tames D. Coffey, Direclor,

Board of Registration in Pharmacy

239 Canseway Street, 2nd Floor, Suite 200
Boston, MA. 02114

Re:. Complaint Against Amertdose LLC for Unlawful
; Mangfacturing and Distribution of
Pre-Mixed Nicardipine Iniection Products

1 Dear Mr. Coffey‘.

PR Fam writing to call your aitention to
serious wola’aons of Massa usetts phamzacy aws and regulations by Amendose ,

LLC (“Ameridose™), of Framingham #n0d Westhorough, Massachusetts, and to

request that prompt investigation and disciplinary actions be taken agafnst
Ameridose by the Board of chisiratio,n it Pharmacy {the “Board”).

The wlawful actions of Ameridose involve the manutachuring and distribution of an
wmapproved injectable prescription drug product — specifically 2 pre-mixed
picardipine injection product — which is unavbidably dangerous under the

-conditions of its use and poses an immediate risk of death for cntma}ly ﬂl pailé}ts to

whom His adnnmstcred_

As indicated below, Ameridoseis a Massachusetis- based company wﬁ’n two

. Massachusets facilities, and helds six Massachusetts Pharmacy Licenses:

Ameridoss, LLC Ameridose, LLG ~

" 50 Fountain Strest 205 Flanders Road
Framinghsm, MA 01762 = - - Westborough, MA 01581
Phone: 888-820-0622 . Phone: 888-820-0622

. Phoner 508-656-2649 - - Phone: 508-656-2649
Fax:. 508-872-0044 Fax:  508-872-0044
Mass, Pharmacy Licenses: oo Mass. Pharmacy Licenses: _
D83467 (Retail Drug Store) : DS89641 (Retzil Drirg Stere)
53467 (Controlled Substance) CS89641 (Conirolied Substance}

CF3467 (Cert. of Fitness) - -  CFR9641 (Cert. of Fitness)
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Thus the Board has jurisdiction, and the }sgaf obligation, to investi gate this matter

and take appropriate disciplinary action to enforce the law and protect the public
-health. ' . ‘ o o

f. .BACKGROUND-NICARDIPINE INJECTION PRODUCTS '

A.  FDA-Aporeved Products

Nicardipine injection pro dncts are indicated for “the short-term treatment of
hypertension when oral therapy is not feasible or not desirable.™ In practice,
micardipine injections are administered fo hospialized patients with elevated blood
pressure due to serious medical events such a stroke; aorfic dissections, elevated
blood pressure dus to kidney diseass, or central nervous system (CNS) injury,
where rapid reduetion of blood pressure as 2 life-saving miervention is warranfed.”

There are two forms of nicardipine i ectioﬁ approved by FDA puréuant to the
federal Food, Drug, anxd Cosmetic Act (FDCA”): Co

e Nicardipine (2.5 mg/mL) in 10inL glass ampoules, for dilution in 240 mL
of infravenous fluid; available from EKR as Cardenc® LV. (nicardipine for
injection) and from various generic manuficturers. This form of nicerdipine
was first approved in 1992, - -

» Cardene® LV. Pre-Mixed In%ectien 20 mg or 40 mg (0.1mg/mL or 0.2
' ing/ml.), in 200 ml Galaxy” bags (“Cardene™ RTU™). For each sirength of -
Cardene® RTU there are two difuent solution options: dexirose or sodium
chloride. ‘This product form was approved in 2008. '

B.  Ameridose’s Unapproved Nicardipine Jnjection Product

Ameridose manufactures its pre-mixed nicardipine injection product by obfaining,
nicardipine ampoule producs from hospital customers, diluting and filling the
modified product into off-the-shelf 1.V. bags, and returhing the finished product to
hospitals which store the bags untif needed. The Ameridose product is not FDA-

! Sop BE. Mk & T, Varon, 131 CHEST 194962 (2007); A1, Gureshi, 118 Circulation 176-87
(2008); AML Pancioll, 51 dnn. Emerg. Med. 324-S27 {2008) ‘ .
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' approved, and as discussed below, it is unzavoidably dangerous under the conditions

of ifs use, poses an immediate risk of death for patients to whom if is administertd,
‘s mishranded and deceptive, and is being unlawfully manifactured and distributed

i violationrof the FDCA and Massachusetts law.

1. AMERIDOSE'S PRE-FILLED NICARDIPINE INJECTION
PRODUCT POSES SERIOUS SAFETY RISKS

" A, Nieardipine Iujection Amponles Have Very
Shart Stability After Being Filled Into LV, Bags

The major drawback of nicardipine ampoules is that the product requires dilution

“with 240 mL of a suitable infravenous fiuid before being administered by slow

infusion at a final soncentration of 0.1 mg/mL. Imporiantly, once diluted, the
nicardipine solntion has a very short, 24-hour stability period at room tempérzture.
As the FDA-approved labeling for Cardene® LY. arnpoules (and equivalent generic
products) werns, “THE DILUTED SOLUTION IS STABLE FOR 24 HOURS AT
ROOM TEMPERATURE” (capital letfers in original). Thus, for both safety and
officacy reasons, hospitals must wait until they bave an identified patient in need of
the drug before diluting the drug and filling it into an LV. bag for immediate
sdiinistration. Ameridose’s practice of simply admixing nicardipine from
approved ampouie prodacts mto an otfthe-shelf 1. V. bag cannot-resuli in a ready-
to-use nicardipme injection product that will be safe, pure and stable beyond the 24

-hour pericd specified in the FDA-approved labeling for the ampoule products.

B. Ameridose’s Manufactoring Process
Cannot Qvercome the Short-Stability Prablem

“'Fhe short-stability problem of diluted icardipine armpoules, as well as difficulties

in producing’a sterile pre-filled nicardipine LV. bag, posed technical barrers to the
development of a pre-mixed ready-to-use product. However, through extensive .
research and development effortsSiPwas able to develop Cardenc®RTU as the
first and ortly shelf-stable” and sterile pre-mixed ready-to-use nicardipine injection
product. FDA approved Cardene®RTU in 2008. And, reflecting the novelty of
Cerdene® RTU, and the innovation required to develop and produce sucha product,

2 {Inlike dituted sohution created using ricardipine ampoiles, the Cardene™ LV, Premized soluticn

- hes astabla soom {emperabure shelf Hifz of up to two years. .
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- ¢he U.S. Patent and Trademark Office (“PTO"} issued 1.5, Patent No. 7,612,102
(the *102 Patent) which covers pre-mixed ready-to-use micardipine solution drug
products.3 The *102 patent describes the techmicat difficulties that must be
addressed in order to product a safe and stable pre-mixed nicardipine product as
follows: ' . ' ‘

‘The production of stable, ready-to-use, premixed phermacentical
compositions comprising micardipine and/or ifs phammaceutically
acceptable salts as the active ingredient presents different
development hurdles than does the development of the concentrated
ampul product sold commercially as Cardens® RTM['] LV. As
shown in FIG. 1, the percent of mcardipine remaiimng i solution
decreases as Thaction of pH over a twenty-fouwr howur period. The
percent decrease in nicardipine varies with the diluent and container

" chosen by the hospifal staff.

- As described in the Examples, pH, the concentration of the active
ingredient, and the composition of the container material affect the
stability of the active ingredient and the formation of impurities.

 Thus, the development of a. stable. ready-fo-use premixed
pharmaceutical composition requires simulianeons optimization of
»H and nicardipine hydrochloride concenfration: as well 2s selection

« -+ of a pharmaceutically cormpatible container. :

102 Patént, § 5.2 (emphasis added).

olved the stability and sterility problems for pre-mixed nicardipine products
fhrough a combination of 2 modified pH range and the ‘use of specially-designed
Galaxy® LV. bags, filled using Baxter’s proprictary “Seal/Fill/Seal” aseptic
- namfacturing process. Ia the Galaxy® Seal/Fill/Seal process a special PL 2501 ©
| plastic flm 3¢ sterilized by passage through 2 hydrogen peroxide (Hz0,) bath in the
Galaxy® machine, and the bulk solution, fitm, and closuse compenents are brought
togetier and assemibled within the interior of the Seal/Fiil/Seal machine. Because

3 A copy of the patent can be viewed at hitp:/ipatft uspte. sov/netacgi/nmh-Parser?Sect1=PT01 &
CecD=HITOFF&A-PALL &p=1&u=Y62 Fnefahtm 19 FPTO%IFsrehoum him&r=1 E=GRE=50&
51=7,612,102. PN.&OS=PN/T612. 102 &RS=PNN/7.612.102,

4 ore, “RTM® steods for “Ready-io-Mix.”
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nicardipine is especially Hght-sensitive, the Galaxy® bag for the finished Cerdens™
RTU product uses an opaque outer film 1o protect the product from tight-induced -
degradation. These prooesses and components for producing & _stable and
sterile pre-filled nicardipine product were exiensively studied bﬁ ] ihe
s resits were reviewed by the FDA in connection with the approval o1 i o
NDA for the Cardene® RTU product. See NDA 19-734/5-013 and 5-014. No such
FD A teview bes been conducted with respect to Ameridose’s manufactuling '
processes and product compoaents.s : N

Nicardipine ampoule products are sterile when manufactured, but that sterility is -
broken immediately upon opening the ampoule for dilution and fillinginto an LY.
" bag. Where the diluted product is used immediately affer being mixed, no sterilify- . -
related safely concerns would be expected. However, a pre-filled nicardipine V. '
bag that is not intended for smmediate use could pose safety problemsunless the
entfite contents and components of the product are appropriately sterilized. '

g8 )< unaware of what, if any, sterilization processes Ameridose uses for iispre-.
Filled mcardipine product; but it js important to nofe that terminal sterilization
techniques may pot be safe and effective for such products. In its development
work for the (Cardene® RTU product! studied the use of terminal sterilization
with alteraative LV. bag systcins but as reported fo FDA in its New Drug
Application (“NDA”) for Cardene® RTU “[t]erminal sterilization . . . impacted
nicardipine hydrochloride concenfration and impurity levels to an extent that
development of a commercially viable terminally sterilized nicardipine
hydrochloride premixed prodyct was not feasible.” NDA No. 19-734/8-013, "
Nodnle.2, Tzble P.2.2-2. The fact that Ameridose may be ysing sterilizaticn
techniques that have not been reviewed or approved by FDA and whichmay
actolly exacerbats the product’s stability and impurity lévels should be especially
congemning to the Board. : : ' o

¢.  Ameridose’s Falge and Misleading Stability Claims

Avneridose cannot assure fho safety of its pro-filled nicerdipine LV, bags. By filling
jts begs at a remote location and then shipping ther to its hospital customers, itis

5 It is notablo that Ameridoss bas had mapufacturing problems in the recent past, specifcally,.a 2008,
- recall of pre-fliled fentanyl LY. bags dne fo super-potency. See FDA Enforcement Report &t
e, fda eovSafety/Recally EnforcementR eports f2008Meen 126532 b
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inevitsble that most if not alk of Ameridose’s products will be used in patients far
longer than 24 hours after being filled, and thns will be beyond the documented
stability period for diluted nicardipine ampoules. Yet despite the serious Jife-
threatening Tisk to patients posed by degraded picardipive injection products,
Ameridose’s business rodet teflects its intent that its products be stored in hospital -

invenigagedar weeks before use. This intended use is further evidenced by the fact
that, 148 @derstanding, Ameridose represents, through altered and '
unapproved labeling, and/or oral representations by Ameridose sales agents, thai its’

pre-mixed nicardipine products has 75 days of shelf-Jife stability. This claim is
direcily confrary fo the stability warming znd instructions i the approved labeling -
for nicardipine amporde products that Ameridose uses fo create its pre-mixed

_product, and BKR-1s not awaie of any scientifically sound bases to support e:gtendéd

stability dating for Ameridose’s pre-mixed product.

I THE AMERIDOSE PRODUCT IS UNLAWEUL UNDER
MASSACHUSETTS LAW -

- Ameridose’s manufachuring and distribution of its pre-mixed nicardipine infection-

product violates Massachusetis law and the Beard’s regulations, specifically, the
Clode of Conduct for Registered Pharmacists, Pharmacies and Pharmacy '
Departments (the “Code of Conduct”), 247 Code of Massachusetts Regulations
§ 901, Iaw in several ways. . R

A.  Nonconformity With Federal Law in Violation of § 9.01(1):

The Code of Conduct,-§ 9.01(1), requires that “a registered pharmacist shall at ali-
fimes conduct professional activities in conformity with federsl, state and mumicipal
laws, ordinances and/or regulatiops, including the regulations of the Board.”
Ammeridose is in violation of § 9.01 (1) because its pre-mixed nicardipiné injection
product viclates federal law. Specificaily, the Ameridese product is a “new drug’ *
and because it is not the subject of an approved New Drug Application, the product
violates the FDCA. See 21 U.S.C. §§ 355(a) (requiting FDA approval of all “new -
druge™}, 331(d) (prohibiting distribution of an unapproved new drug in violation of
§ 355). Moreover, the fact that Ameridose modifies FDA-approved nicardipine

ampoules violates FDA repulations which Tequire prioerDfA approval for the iypes

6 Gpe21 US.C. §§ 3216p) (defning “new drug™); see also Wetnbergerv. Hynson, Festeott &
Dhsriing, 412 1.8, 609, 619, 629-30 (1973} (explainiag the definition of Pnew drng™). '
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of changes Amneridose makes in converting nicardipine ampoules into pre-filled LV,
bags. See 21 C.ER. § 314.70(b)." : . ~

"B. Dispensing a Drogina fsfia;iner Intended
To Circomvent Law in Violation of § 9.01(2).

The Code of Conduct, § 9.01(2), also prohibifs a pharmacist from dispensing a drug
=11 a manmer which is intended, either directly or indirectly, to drcumvent the law.”
By modifying nicardipine ampoules into pre-mixed I'V. bags wifhout FDA
approval, Ameridoss is, direcily or indirectly, circumventing the very FDA |
regulations that EKR followed in order to obiain approval of ifts NDA, and thus
violates § 9.01(2). ' -

Moreovet, Ameridose’s product is essentially an atternpted (and maapproved) copy
of 2 commetcially available product — Cardene® RTU — that FDA has carefully
- reviewed and approved for safety end efficacy. As FIDA itself has stafed, this type
of activity “circumverts impertent public health requirements aad undermines the
-drug approval process — the evidence-based system of drug review that consymers
and health professionals rely on for safe aud effective drugs.” '

In addition, ary representation by Ameridose that its product is a “pharmacy

" componnded” product exempt from FDA regulation would be false and would also
reflect an infent fo cizormvent the requirements of federal law. FDA has long
recogmized the deceptive and evasive intént of some companies claiming to be

7 Under this regulation, prior FDA approval is required for “any changs in the dmg substance, ﬁrug
product, preduction process, quality controls, equipment, or facilifies,” nclnding,

« “changes in the qualitative or'guantitative formulation of the drag product, incleding
inactive Ingredients, ., .” - ) :

v “ghanges that may affect drig substance or drug product sterifity assurence. ...

«  “Changes in a drug produtt container closure system that controls the drug product delivered
to the patient or changes in the type. . . {=.g., glass to high density polyethylene {HDFEY,
HDPE 1o polyviny! chloride, visl to syrfnge) . . - of a packaging component that-raay affest
the mpurity profite of the dmug product. .7 :

-8 Qiatement of Steven K. Galson, CDER, “Federal and State Role in Pharmacy Componnding and

Reconstifrtion: Exploring the Right Mix to Protect Patients,” before the S. Comm. onHealth, Ed.,
Labor, and Pensions (Oct. 23, 2003) {amphasis added). -
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“comprmding pharmacies,” as destribed in the agency’s Complizace Policy
. Guidance ont Pharmacy Compounding {the “Compounding CPG7):

Some “pharmacies” that have sought to find shelter vander and
‘expand the scope of the exeinptions appicable to fraditional refail
pharmacies have claimed that their manufacturing end distribution
practices are only the Tegalar course of the practice of pharmacy. -
Yet, the practices of many of these entities scem far more congistent
with those of drug menufacturers and wholesalers than with those of
refail pharmacies. ‘ '
' # % ¥

[W]hen the scope and nature of a phamnacy’s activities raise the

Yinds of concerns normally associated with a drag manufacturer and
- yesuli in significant violations of the new drug, “adulteration, or

mishranding provisions of the Act, FDA has determined that it
- should seriously consider enforcement agtion.”

C.  Deceptive Actsin Vio!aﬁen of § 9.01£6)

The Code of Conduct, § 9.01(6), requires that “[a] phammacist shall not engage in
any fraudulent or deceptive act.” ghggagdose is committing deceptive acts in
vialation of § 9.01(6) bevause, ioﬁmdersmding, Ameridose represents,
through new labeling, sales representative statements, or otherwise, that the product
is stable for 75 days from the date of its manufacture when in fact; according to
FDA, & dituted nicerdipine ampoule product is not stable beyond 24 hours.
Asmeridose’s Tepresentations regarding extended stability of its product are therefore
deceptive in violation of Code of Conduet § 9.01 (1), and also render the preduct
srvishranded in violation of the FDCA, which provides that a'drug product is
mishranded “fi]f its labeling is false or miSleading in agy particular,” or if it is
dangerous to health when used in the dosagé or manner.. .suggested in the labeling
‘thereof” 21 U.S.C. §§ 352(2), 352(). ‘

® ©pA Compliance Policy Gaide Manual, § 460.200 {2002).
p




Massachusetts Boafd of Regrstraimn m Pharmacy
June 30,2010
Page 9

Ir.  Distributing Expired, Ontdafed and.
Substandard Drugs in‘Viﬁlaﬁnn of 6901010 )

The Code of Conduct, § 9.01(10), also generatly prohibits pharmacists from
“dispens[ing] or distribut{ing] expired, outdated or otherwise-substandard -

drugs... ” Asdescribed above, Ameridose’s pre-mixed nicardipine mjecﬁon

) product expms and becomes outdated a mere 24 hours after it is mixed, yetas
‘disiributed by Ameridese and used by hospitals, the product s nof used in patients
ytil days or weeks efter it has expired. Thus, Ameridose is also violating Code of
Conduct section 9. 01(1) by its mamsfactoring and dzstﬁbutmn of its pTe—rmxed
micardipine injsction pmduct

I}l. THE 'B(}ARB CAN AND SHOULD TAKE PROMET
DISCIPLINARY ACTION AGAINST AMERIDOSE

Under the Code of Massachusetts Regulations, 247 CMR 10.03(1), “thg Board may
impose disciplinary action against an individual or entity licensed or registered by
the Board” for violations of the pharmacy laws or regulaﬁons OF 0Tt one Of moIe
other grom:tés mcludmv

“(k) Engagmg in conduct that has the capami:y of potential fo place ﬂla
- publi¢ health, safety or welfire at risk;” and

“(I) Engaging in conduct that has thc capacity or potenhal to dccelve or
defrand.” ' :

247 CMR. § 10.03(%) & (D).

1 Both of these bases for disciplinary action apply in this case. ‘As dﬁ:scnbed above,
Ammeridose’s pre-mixed nicardipine injection product is unsafe, and puts the public

| héalth at risk, because its extremely short stability period means that patients who
receive the dmg will be recelving an expired, outdated, and substandard product.
Maoreover, because Amenidose represents that its product is safe and stable for much
Tonger than 24 hours after being filled, when in fact the FDA has determined that
the product is steble for no more than 24 hchs Ameridose’s actmtles are
dece;phve ‘ :

~
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CONCLUSION

Arneridose’s unappxoved pre-filled mcardzpme IV. product is unsafe and wnlawhil,
and the Board shonld take immediate action to prevent fiother distdbution of this

produst.

1ease contact the undersigned if you have any questions ot require additional
information. - :

‘Respac’fﬁiﬁy submitted,

%%%W

James N. Czaba:a :

fodo
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“ James D. Coffey, Director ' Contains Confidential Commercial Information
Board of Registration in Pharmacy " | and Trade Secrets; Exempt From Public Disclosure
239 Causeway Street, 2ud Floor, Suite 200 Pursuant to Massachusetts Poblic Records Law, G.
Boston, MA 02114 o L. c. 4, § 7(26)(g)

Re: Pre-Mixed Nicardipine Injectig
Natice of Setflement Between §

gand Ameridose LL.C

Dear Mr. Coffey:

L e and {usther to our prior
correspondence, | am wrilmg to ' nd Ameridose LLC
(“Ameridose”) have reached an amicable resolution to the companies’ dispute
regarding Ameridose’s activities involving nicardipine.

&0 longer believes that any governmental investigative or
enforcement actions against Ameridose are necessary to protect the public health.
and safety and bereby withdraws its request that the Board of Registration in
Pharmacy take any such actions. A

We appreciate your atténtion to this matter.

Respectfully submitted,

Gi‘egory Coniglizro sndoe LC)



